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j= (54) Title: POLYMORPHOUS CRYSTAL OF 4^3-CHLORO-4^CYCLOPROPYLAMINOCARBONYL)AM[NOPHENOXY)-7- 
= METHOXY-6-QUNOLINECARBOXAMIDE AND METHOD FOR PREPARATION THEREOF 

^3 (54) SSBBCD«**: 4- (3-<7PP-4- ( i/ 1 P Z?U tf JUT 5 J il 75/ ;i/+v) -7-> 

I/") (57) Abstract: A polymorphous crystal (A) of 4-(3-cMoro-4-(cyclopropylanimocarto^ methoxy-6-quno- 
linecarboxamide having a diffraction peak at a diffraction angle (2 6 ± 0.2°) of 15.75° in the powder X-ray difiactometry ; and 



2 a polymorphous crystal (B) of 4-(3-cmorcK4-(cyclopropylanimocarbonyl)ammophenoxy)-7- 
^ having a diffraction peak at a diffraction angle (26 ± 0.2°) of 21.75° in the powder X-ray difhu 



methoxy-6-qunolinecarboxamide 
difiactometry. 

O (57)^^1: t»5RX|g[ilSffCfclNT. BSiftS (20±O. 2°) 15. 7 5°IC[11St bf-* £ *"T 4- (3-?PP 

<si _ 4 - (i/^ p^p tf;uTay *;utH-;i/) 75^i;*v) -7-> h*v-6-*/ u >*uu7K*-y-s K0>#»*S 

OS (A) &tm5fcX|g@ifrlC;fclNT. ElSTftS (20±O. 2°) 2 1. 7 5°lC[p]tfT If-* * * . 4- (3-*P 
^ *§6 (B) o 
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4- (3 — ? n p — 4 — (^ n/n \£;\>7 ^ JUA^i^^A^ 7 % J 7 ol J *is 
5 [OOOlJ 4- (3-^on-4- &9 u°7*\?fl'7 % / 

[0002] 4— (3— ?nu — 4— (i/^ o / n tVW7 5 7 7 

io 5;7i;^» -7-^ y ^✓wrf?*^ k (S'J£ : 4- [3 

— ^an-4- (iV' — is? vzfv KVp? W K) 7s;^>] — 7—* 

JuT^S (||«0 2/3 28 7 2f/'!y7l'>^). o £7^ 4- (3-^ 
no — 4— (is? u^fu fcf/UT 5; / )V) 7 % J 7 ^ J *cis) - 7 — * h 

15 ^-6-^y!)y*^>t^U 3i£^c-Ki t3^ — i£R&§f£/B<lr^i- 
^li!^^0£>tL"CV N 5 (95th Annual Meeting Proceedings, AACR (American 
Association for Cancer Research), Volume 45, Page 1070-1071, 2004) 0 

[0 00 3] fe&<Dmm^mz.£V)mt>tLZ>4- (3-^nu 

20 -4- (is? uzfuif/UT^ ;*>jVi$~/V) 7 % S ~7 ^ J *is) -7-*Y*cis 

#f*£*L5£Kft^<0*irA, #Aa.o««ilE<^»»A«r»3ti-*r. 

[0004] -ei-e, *|8WO|Wttx 4- (3-^Pn-4- (i^n^n 

25 tr^r^y ^7/^^/v) 7^71;^) -7-^f^>-6-^;!)^ 
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[0005] ±raB«j*aafc-t-5fc«>te* *&wte£iT<D (i) ~ do) © 

(1) : »*Xj»HI*fK:*JV^, IHJff^S (2 0±O. 2° ) 15. 7 5° 

iff fc°— ^ 4 - (3-^nn-4 - MiVT ^ SUj>V&=.A') 

y ^ / ^ix) —7 — * 6 — =¥/ V ^i7/k#^ih5: K<£>#7£$Nii 

(A) . 

(2) :»5|cX|ftia*f^*3V>T. 35^, (2e±0. 2°) 9. 98° 

oi° ^njifff— ^^-r-s (1) ia«©#^i&* (a) . 

(3) U ^A^Og^HRJlR;*^ hyWC*5V>t\ $&fc3 4 5 2. 3 ±2. 

5 cm- l fc!ftlRS:^ri~5. 4- (3-^bp-4- n fcVwT 5: J #/U 

M&M> (A) „ 

(4) : (1) JLtt (2) 0*|ffeot, HftlJfry *A*<0#*Hftlfc*'<* 
h/H£*SVVT\ ^^C3 4 5 2. 3 ±2. 5 c m - 1 fc&lRSr^rt"* . 4- (3—^ 

6 -^y U y*;^^t 5 (a) o 

(5) »17 12. 2 ± 1 : 0cm-H'M^t5 (3) Xtt (4) 

|B«fe<0#^M^ (A) o 

(6) t^XMllltlT^^T. [HlM(2 0±O. 2° ) 2 1 . 7 5° fcHStfr 
tr— ^Sr^i"^ 4 _ (3-^dh-4- (i/^ n^n tf/l^T 5: /W) 
7" ? y y^J d^V) -7-7* h=¥V- ^#^#=^1?-$: K<E>#fl0*NI 

(B) 0 

(7) : ^XHHl^feV>T, JEK, El^« (2 6±0. 2°) 12. 4 3° 
&tM6. 5 6° fcHJ^ftr— ^«r^Ti-5 (6) taWW&W&M* (B) 0 

(8) y !>^^©3^^!R^^^ ^^ !:: 1 3VN "^- St^C 1 5 5 7 - 6±1. 
0 cm"^^^^^ 4- (3-^PP-4- (i/^PT'DkVl/T^y^ 
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ft?StlH (B) 0 

(9) : (6) Xfci (7) Uffi<D&fc&£hX'1b<oT. $kfc% V !7A*<E>f^Mi* 
^ h/^C^oVNT. »»1 5 5 7. 6 ± 1 . 0 cm-M^KlRSr^r-t-S. 4- (3 

5 — ?V2U — 4— (^a7 p Dk , /V7^^t^/l') T^/^^y^iX) — 7 — 

^ b^y-e-^yD^/^t? K^>#^^^ (b) 0 

(10) :3Ete, SEgtl 4 6 4. 4± 1. 0 c m _1 fcllRl&Srtf-*- 5 (8) Xtt (9) 

|B*fc<©#^lt* (B) 0 
[0 0 0 6] #3B93W:3:fc^ UT<D (11) ~ (2 8) 0#^^<^i^it^^ 

io *mm-rz> a 

(11) : (1) ~ (5) (D^iTflt^WM(D 4 - (3-*nn-4- (V^ a 

7n^7?y*^^) 75/7^;^) -7-y h^ix-6-^y y ^ 

#/Wj?=3M^ KO^JlSia (A) «r«5fii-a«i3£^fe-C«)oT. 4- (3-*n 

p_ 4 _ n^utv^T^y*/^— /i^) 7?;7x;^) -7-yh=3r 

(12) : (1)~(5) OV^-ftt^^|B^cD4- (3-^bp-4- (v^n:/ 
Plf/UT^ / ifr/ntf^/l") 7^/7x/^» -7-^^-6-^/!)^ 

20 /l/tfdMTS W^ima (A) SrjK3S-f-5»3t^t?fcoT, 4- (3-^na 
_ 4 _ (i^^a^nlf/VT^y^/^^/^) 7577x7^) -7 h^cis 

25 (1 3) : (1) ~ (5) (D^~fflfr\Z.<Bm<D 4 - (3-^a-4- (v^n?" 

ntf^7 5/^^^) 75/7x/^» - 7-y h=¥iX-6 J ]} 
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UK-*/ V is— 6 — ^/W^iJ-^ KRT* 1 — — 4-t Kn^ 

- 4 - (y-^ n / n t>7 ? 7 7^/7^7^^) — 7— ^f^iX 

(1 4) : flft&tt&ft*:. 1 O^fiArtT-^m^afP-f-Sr. (11) 
~ (13) ^V^^^-lB^Mit^o 

(15) : (6) ~ (10) <D^-?M*\Z.VM<D4- (3-^n-'4- 

10 n:/ntf/WT^/#/^=^) T$/^^y=^-» - 7 - ^ h 5rl>- 6 -^r y y 

^/ntf^-frS K<B#fl£*&i& (B) SrKit-f 5»3g^fc"e*>oT. 4- (3-^ 
np _ 4 _ (^^ n7°n t%7 ? 7 7§;7x7^) _ 7 _ y ]> 

(16) : (6) ~ (1 0) ©V^tb*^-IB«S©4- (3-^nn-4- (V^ o 

*;v^t;K©» B B (B) SrjR5t-f«SSl3t^iSfet?*>o"C. 4- 
p — 4 — (v^ n^n \f;vT % J T % J ~7 =c J 

(17) :(6) ~ (10) <0\^MA*5£&<D±- (3 u tz- 4 - (is? a 
•fn\»AsT%J1tfl'i&—fl'} T^/^/^) -7-* P ^ 

25 */v^^t>; KO^MS (B) Sr«3ti-S»5S*fe*C*>o-Cx 7-^h=¥v'- 

y V- 6 -tf^tff^ri^ (2-^PP-4-t Kp 
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^yy^^jV) — 3 — X37°u ^S^^^ET. 4- (3— 2n 

n-4- (v-^ n ^ a 5 / *^**-^) T5.y7^/*f) - 7 -/ b^r 

5 (is) zffi^&nmm*. imm&>±.x**po< vmmirzz.b&mkt'rz as) 
~ (17) <D\t^tifr\z.mm<D9mj3&o 

(19) : (6) ~ (10) OV^^^^IB«04- (3-^on-4- (v'* 

^#/M?=*-1^ Y<0&J&m& (B) ^5ti-^^it^fe-efeoT N ^*X^(HjJf 
10 Kl&V^T, HtfHS^ (28 + 0. 2°) 15. 7 5° \Z.m$X ? fc^-f^ 4 

_ (3-^cin — 4— (v^ n y'n fcWT 5 7 ;*r A'tf^A') 7^7x/^y) 
_ 7 _^ ^e,-- 6 - dr ; U y*;^^t ^ Ko«S (A) Sr^ BufE#7F^£ 

& tan- s & « ^tn^jK t tm&w&& izM-t s twffiBt £ * -c% 

15 (2 0) : (A) tt. t&*X3fillHl»f^33V>T. 35 fc. @$Tfc£ (2 0 

±0. 2° ) 9. 9 8° Wll. 0 1° ^ISlJfft: 0 — ^^r^ri-^#^^T*fc^> 
Z.k*m&k-tZ (19) f2«<Z>^5t^?fec 
(21):(6) ~ (10) (PV^ftjWUlB*© 4 - (3-^bb-4- P 

20 ^j/vt^t^ K©«f B (B) Sra45ti-S$43t*feT**>oT, WWP^Atf 
(P^^IRJR;*^ WW^:^T> &8t3 4 5 2. 3±2. 5 c m" 1 iCjRlRSr^rf 
s 4 _ (3-^ np -4- (v<^ p y p ^7 5 / ^^^^^) 75/7x7 
^>y) -7-/. hdrv'- 6 - =3f-7 !i y*;^>t5 K^)#M^ (A) JtulB 

(2 2) : (1 9) Xf± (2 0) iem^i^t^i&T-fcoT, wim^m^m (A) f± % 
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&&^<Dfaft&&*^# YA'fc&^X^ $&k3 4 5 2. 3 ±2. 5 cm 
(23) :1ffie£&JM (A) fi. It, SEffel7 12. 2±1. Ocm" 1 !^ 

iR^-rs#^B B H -es>^r (21) x» (22) famoasat^ 

5 ?fc 0 

(2 4) : MitfeSWil^^ 

y^yy, 1 — ^^jv- 2 — D vV ^ AT, N-i?t ^-As'fcA'&T 5: K„ iV, 

IST-fcsr k&W®Lk'1rZ> (11) ~ (2 3) <DV^Tn^l-|B«;^^3t^^o 

10 (2 5) : Vmm*K 7K. Tir h^, T± h~ MJ/K Mfe^^vK ttSK ^ 

*Lfc©4>fc< 2f©«T'fc5r b&WWtt-i-Z (11) ~ (2 3) OW-f 

(2 6) :ttt£^, *!)!)i,t--/h^K, »v")AXIl»^^ 
15 *>S (1 3), (14), (17) X«: (1 8) |B*©S43fi^feo 

[0 0 0 7] #3BOT8u J€t> 

(27):(1)~(10) (D\,^frMzmifc<D&&1&Mi& : &®)J&ftk-tZ>, ikW 
(2 8) : (1) ~ (10) <D\,^irnMzU1fc<D^1&&*^&ftb-fZ>&LW 

20 if^lS-#^Jo 

(29):(1) ~ (10) <D\^M*\Z&m<D&mtfe&&&&&&t^Zfflffi 

(3 0) :mm&vtm&> nm. m&mm, mm, wm. mmm. 

jfiL**xnw**"e*>s (29) is«^fli^j 0 

25 (3 1) : (1) ~ (10) <D\,^fofr\zmffi<0&te1£&*m®J&frt^Zihm 
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(3 2) : (1) ~ (10) (D^iTfofr^m(D&nffigk&^&f&ftk~fZ>mU 

(33) : (i) ~ do) (D^-rfi^^mmto^f^^^^t-r^mm 

(3 4) : (1) ~ (1 0) <D\,^tLfrtefcWL<D&T&&tih&ttftI&&t'1rZ>1&mip9 

^mmmmmm 

(3 5) : (1) ~ (10) (D^iTM^Z.mm<D^^B^^}^t-r^^:^ 

m&.fox--hz> (35) nikvfifcm&fc&tfi&fflo 

(37) : (i) ~ (io) <D\^MAzL^fc(n&mfc&*^^fcft£-1r : Z>'7*r 

(38) : (i) — do) <o\^M>\ttWL<o4mi&&<omm&&i , m&i**& 
(i) ~ do) «?v>-rH^^ia*©#^iS6©{£^- 

[ooo8] ^Wii^ 3£fcu 

(40) :(1)~(10) (D^1?nfrfcmM(D&M1&Mi%^i : ®}f$.ftt-fZ> c -K 

i t ib*»i. 

(41) :(1)~(10) ©V^tb^J::lB<ft©#^SS*^r3bJ5fe4>i:i~S^ c- 

(4 2): c-Ki t^-f— tf«ria«l38m-t-5^fett3E*Slc-Ki t if 
Sr»m-rs«Sa^ ^tt#MttfiifiL^> UESSiBBIiatteifn.*!. /hSBJiaiffifi. GIST. 

m%mm. 9mm. %m. mwm. ttmwmifom&tnttmmx-tbz (4 n ib 
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(43) :c-Ki t*-r— e&jmm&.-tz^ tnztmsmc-Ki t^-if 

&¥£%L~tZffi&. ^4#Mt£&«i, /haMtfeliG I STT-feS (4 1) 

(44) :Bmfrt>%LV m^tcmnmfrc-K i t^-r-^^mm^-t^. ^ 
t-tz^ (4i) mm<D%Li&&io 

(4 5) : (1) ~ (1 0) (D^-TM^^MfD^m^^^i^t-lr^, flVffi 

(4 6) : (i) ~ (i o) (D^-rfhi!)^zLmm(o^w^(Dmm^±^&^. c 

-Ki t iffciMfSmi"^ tfc(ifMc-Ki t if ^r5Sm-r^ 

(4 7) : c-K i t*"J— - t?*rifflW**i-5, *fcf«^c-K i t i? 

^ttifMte&Mi. |E^«14Sifii^s GIST, 

m»i»> £pm^ mmm, ^mwnmm^ti^mmx^^ (4 6) is 

(48):c-Ki t^t-fWMt5, tfcttfMc-K i t — • 

sr^m-rs^s^ M&itmfe&fiLffi. ^mmmm^tatG i srx-h^ (4 6) 

(4 9) : ^f&ie^fc-efco-C, ^^r^ofcSi^b^m^^tBi-xmt. 
^t^MtT^^5ii:Mt5ISi:^ (40) fB4£<>9 c — K i t 

(so) :Jie»aj&^ rw^ifci«lrof&«tfcot, (40) fas 

©c-Ki — ifRa^J<^^a^-hW^b*^. BulS^^rSofc^^^ 
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(5 1) : (4 0) |3t©c-Ki t *1 — " ^Ra^J©m3S^-h^*«r. c -K 

^^^Jiffii-^s c-k i t^-^tt^riaw-rs^o 

(52):c-Ki t^ri— -^^rii3H^-r^s tfcl«ic-Ki t ^r^ if 

5 ^m-r^^^f^-t-^^^J^M^fe^^ (40)|Bt©c-Ki t^ri 

(5 3) : c-K i t If^iiPJ^m-r^, *fcf«|IMc-K i t — if 

^tt#Mtt&l&L#i, raiBJ§Stt6«K GIST, 

Jiuut^s pm^. fL-s. ftmwmmm-at^ttmmx'hz (5 2) ib 
10 m(omm 0 

(5 4): c-K i t if?rii^m-r^> ^fc^^Mc -K i t if 

**3Si-S**s. Atfi#«ta:6lfcJS* /MWt&Jft«**:ttG I STW (5 2) 

(5 5):SEiiM> 7 WL^^t fctt«S©^J©Ii©fc&©> (4 0) 

is mm<o c - k i t — if mm#\(D@imo 

[0 0 0 9] *?£W<D&J&%i& (A) te. &ffi&<VZMWimmMT*hZ>k\,^ 

[ooio] imm<o^m^ (b) ^^.m-m^ HhUigv*- (3 

20 a a — 4 - (v^n^afcVl'T3;/#/Vtf^ A') 7 5/ 7x7^^) — 7 — 

^ h ^^_ 6 _^ y y v^^tJ?^^ KSr«»T?#5 irV^flLWfcSo 
[0 0 11] *fcs (A) «^^-CO^^«fct?#^^ (B) 

tti&imi-Z VX&V . ^^3feH (B) ttfiaSiafciasv^TgJJfe 

25 m^m^m^wtm 

[0 0 12] 
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o 
o 
o 

setts Hlfe^J2 cX*nbntzL&£h<DnjkxM®ffi'<?-^*^fr1rmx*tbZ> 

o 

0 8tt, Htfcflll b-e#bnfc^ H B B (Z)^®ilX^-<^ h/u«:3fet>i-BI"e*>S. 

0 9tt. £1K0U ct?=»6>H^:3!$S©*^!RiR^^ b/u«r**>-t-|aTf*>5. 

Bios, mmmz axn^f^t^^m^-m^^ h/^mfr-trnxfrz 

o 
o 

si 2 ft. mmmz c^btLfcsg*©^®^^ wi'«:**>i-is-e*>a 

o 

01 3tt.JS*£0»Jl d^#&^fc^ B 0^-f^n^7>'^fe{-<t^Mti^ , J^ 

01 5 tt N SCF cfcSU ^R-fb c-Kit dr"^-— if CO-T A/^oyh ©M^Sr 

10 
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mi 6te. H562 K-7^i:iiLm©, &m&<DB&km&ftm<D 

0 1 7 tt, H562 — K^^^^lLfci^^ V c-Kit ff N 

c-Kit 3f-?-— i?*5«fctJ*j3 — T^f-^(O^C J±/Zf& y V <D^^z^7jk l,tcmX*foZ>o 

[0 0 13] &mW<D4- (3-^nn-4- (^uynW5;*/M? 
[0 0 14] 4- (3-^Pn-4- (v^ n :/n tfykT ^ J %jVi$~;V) T 

\t% k. bh&. ^jvats^^sg) \zmm\^ ^w&mm. w%.t£. r-feb>- 

n -7°n^y-/K >f y-^n^y— /iot»*r.*L «rA*»i:a» (Mx. 

[0 0 15] £fc, 1- (2-^BO-4-tKn^>7x=^) -3-v^ 
n^n tVi^!7 U7i 7— y b =3r is— 4 - ^ n a -^f-y JJ ^— 6 — XjUtK^-V-^ K 

^/y^yy^ 1 _^f ; i / _2-t°np v^/^ M iV— ^ f^*^7 ^ K 
% JV, N-^t^frT-t f75 b\ ^/V3^7^). T?RJS$*fc*s ?F$Stei8Sfc 
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So 

[0 0 16] <fc9f^Cte N #J;tfcf. 1- (2-^P0-4-tKn^7x 
=.JU) - 3 -is? ni/n fcVl^VT. 7 - y f^^-4-^on-dr/!j 6 
-^7/^=^-9-^ K (1- (2-^nn-4-tKo^7i^) - 3 —is? u 
fcVi^i/T^UTl ^*£Ui) RXfiXV t-^b^K (1- (2- 
^cp- 4 — t Kp^^7x^/H — 3 — is? nzfu fcVi^ lxT^ML-T 1 H§* 
^_h) <D*^#J^ 1 - (2-^nn-4-tKn^>7x^) -3-iX^a^ 0 
nfcVl^l'T^StL-C 5 — 1 0 ^ti^DM S O ^ija^T ^fct> 5 5 — 7 
5°CXMWsWfrT, 2 0WiR)S^5o n©S^t-6 0 — 6 5 'C'C^m 
Jf#T> 1 — (2 — y n n — 4 — fc Kn^ri^^^/V) — 3 — i/^ a zfxn. \fjV^7 
UTiZtt UT 1 5 ^m^m'BMt^ (2 0 — 5 0 %T-fe: h ^TkXtt 2 0 %— 5 

[0017] #3§W<£> 4- (3-^nn-4- (v^ o :7°n fcVUT 5: y #/t^ 

7^/7x;^)- - 7—7* f^v-6-^y y ^#^^-#-5; k<d#^ 

[0018] 4- (3 — y n n - 4 — (v^ n/o fc°A-T 5 J )Vm=^;V) T 
% j 7 / -7-y h^-6-#y]J^*>t5 K*rj6SfcFT$gt£ 

(it^ DMSO, 1 -y^v^- 2-t:°ci 
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gjLL) -tfi&mmgk (b) *mm-fz>^tfrx*%% 0 7Fm&mm&®^<*) t 

IOO 19] £ <9fP£mz:te. Mz.&. 4- (3-^nn-4- (^nyof 

3- ^r3n-4— (^nT'n^T^ /*^-^) 7?/7*/^) —7 
h^v/-6-^/ y ^/W^f"^ K^LT4~5^a^Px.fc^ N 8 

4- (3-^nn-4- (i/^ a^a tVl^7 5 / T^/^^/^iX 
) _ 7 j.^^y-e-df-y y ^/ntfdMf^ 0 — 2 Ofg^ftcO^ 

KTffiWlsfc^ *&*Sr5EtU (B) ^#Sri:d5X#S„ 

[0 0 2 0] *fc N pl^^^^^^O^t- 4- (3-^cip-4- 

^•;yy*^tO^«B (a) &>WMU-tt>#^(!l (b) 

[0021] £bf- N 1- (2-^ao-4-tKn^7xx/i/) -3-v" 
^p/d tVl^C? V7t 7 — * Y**/-4—? vu-^S ]} ^- 6-^fJ^^-f-% 

(d#^t> wm^* (^J^fi. dmso. ^f/K-;^/ 1 ;^^ i 
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[0 0 2 2] £ 9!££m;ite, #];Lfcf> 1- (2-^Pn-4-fcKP^>7a: 
-yl/) - 3 ny°n fcVH? 1/T S 7 — b^f— 4 — ^ n o — 5r J V Is— 6 
-^v^-tf-?; K (1- (2-^on-4-tKn^7x^) -3-i^u 

^ctf/i^^u-r^b-r %.vwv <>J* t -^h^>K (l- (2- 

^ 0 a _ 4 _ k Kn^^^-^) - 3 - ^a/o t>!> 1 ^4 

£*_b) ©ia^l- 1 - (2-^nn-4-tKn^7i=;v) -3-v-^ny 9 
D kVV7V7}^LT5~l 0^^4<DDMSO^^tg.^XAB^lfcms 5 5 — 7 
5°C-e»it^T. 2 OH^IEJEU^SSii:*. - ©KlSftK: 6 0 ~ 6 5 °CX*ftm 
1— (2-^no-4-t Kndrv'7x^) — 3 — i/9 n y°cz tf/i^ 
W7^Ul5m^Wl (3 3%T-feh^7K) £2B#F41^±^ttT 

4 O°C^T^-C3 0#P B m±:1t#b, gnUSr^I&U (B) £r#5 n i: 

[0 0 2 3] *3SM^SEIil©a#*W:fiEtfe<omK. 14B»k S 

^1, ^A©««JfeifK:J:9»«;*^ ii#/&A i 0 ^ fc <9 ioo M g ~io g -e 

[ 0 0 2 4 3 7|s:|gK^#SEM©S^B«#^PS^^n-r> iiSTJEv^frS 
^•^ ^ «t «9 m n * p &) « r. t # t? # 3 o 

[0 0 2 5] r^b»Hb^f±iimfflv^P ^ ^^?)W^J, 5fe^»J, m$R£U, 
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[0026] r.n&©jfc#£ LTttflijstfi, mmmm (±a.m. 

^JitJte^^^^/K #y ^r^-^^^^mitx>^ ujft % ^y ^^v^^ w^y 
yi^a— ^!)7^!)/H, ^/u#^-^if^/^y ^— % ^y w^y =»— 

^otvy^y^-zK y/nfh— A&ifk n (^/ua— * % vglf&ifk 
ft ifkH^Tfcft ifa«£lf bfrS. p HW«<0fc*tcf±*^W*(*SL Y) A,I£ft if). 

15 ^ttiift^T/^* y {*)k,m-r h y *i»ft irk mmm.m y y * a 

ft if sraan-r* r t s e 
20 cuii^j] 

[0 0 2 7] £TF^> *#:»3!c«Srt>oT*»WSrS%i-*s, **Wr±r^lS 

[00 2 8] mZtm 1 ) 1- (2-^P-4-t KP^7x^U) - 

3 ->^y p^p uT^Mjt 

25 [0 0 2 9] a) 7^-/1- N- (2-^on-4-t Ko^7x=/V) # 
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HO 



[0 0 3 0] 4-75 /- 3-^ na7j/- /K23. 7 g) £ AT, N~-J^f-^ 
^;VA7 5 K(100mL)tz:®»U t° P t^(23. 4 mL) &Mx.tz.%k, 20°CWT 

X^anj^m^^-^(23.2mL)^^TU7t 0 30 ^flI#Of > tK (400 

mL) N ;v (300 raL), 6N-HC1 (48 mL) &MkWfrV>^ W*&JS£r#$tbfco 

^mm* 10%^7K (200 raL)-?2 [e]gfc#tf>|£. fflg§t*r?**S*7J*~Cl$M\^-fc- 

mm*®*-? zz.t^x*) mmit-^m 46 g & @& t ux#fc 0 

[0 0 3 1] . l H-NMR (CDCI3) : 5. 12 (lh, br s), 6. 75 (1H, dd, J=9. 2, 2. 8 Hz), 
6.92 (1H, d, J=2. 8 Hz), 7.18-7.28 (4H, m)> 7.37-7.43 (2H, m), 7.94 (1H, br 
s). 

[0 0 3 2] b) 1- (2-^an-4-t Kn^>7x^) - 3 — is 9 u 
fcf/i^ 1/7 

?' H H 



[0 0 3 3] 7i=;> TV- (2-^nn-4-tFoWssA') ^ 
^ — h AT, /V- v 5 * *f-}V-fo)VKT % K (100 mL) U tK^TV^ P7°d 

fcW7 5 V (22.7mL)«riD^ ^?B.fc*C^fiti^b^„ tK (400 mL) N ft«3i^-/U 
(300 mL). 6N-HC1 (55 mL) fctojStTJW*©*, Lfc. «MfrlO% 

&m.7k (200 mL) t? 2 0ife#-tf>8U mWL^?* &T?$£M Lfco M^Sttt 

w&ns^yx**^^*^****^ *iafc«G* 22. 8 g (4-7 

5/ - 3 n P7x/ — /W>>b<E>ll3^P 77%) 0 

[0 0 34] L H-NMR (CDC1 3 ) : 0. 72-0. 77 (2H, m) , 0. 87-0. 95 (2H, m) , 2. 60-2. 65 
(1H, m), 4.89 (1H, br s), 5.60 (1H, br s), 6.71 (1H, dd, J=8. 8, 2.8 Hz), 6.88 
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(1H, d, J=2.8 Hz), 7.24-7.30 (1H, br s), 7.90 (1H, d, J=8. 8 H) . 
[0 0 3 5] (Wm&\ 2 ) 7-* h*cjy-4-?vv-*ry V f-6-#JV 

[0036] a) 4- C(2, 2-S^^/l — 4, Cl, 3] 



[0 0 3 7] 4 - 7 $ / - 2 - ^ f *^^/>f y ^ 7Vy K o^/Wn^^ 
(CAS NO. 14814-06-3) (3. 00 g ) Sr 2 — "fxi/^J— (15mL) jCHHBUx 'I' 
K5AK(2. 44g: 1. 1 $$4) XT/^vt' h ^zc^/i, (7. 5raL) £#11 ;t 8 5 °C^T 1 B# 
NfttiR bfCoffttJ LfcttfRSritSt UMTBE (raethyl-tert-butylether) tXifc^ U 

mwz<k&y>> 4. 92 g ?r#fc 8i%) „ 

[0 0 3 8] l H-NMR (DMS0-d 6 ) : 1.26 (3H, t, J=7. 0 Hz), 1.60 (6H, s), 3.85 
(3H, s), 4.20 (2H, q, J=7.0Hz), 7.15 (1H, br d, J=8.4Hz), 7.38 (1H, s), 
7.69 (1H, d, J=8. 4 Hz), 8.63 (1H, s). 

[0 0 3 9] b) 7-* b^V-4-^-df-y- 1, 4-5?tKn*7!)y-6 

o o 



[0040] 4- [(2, 2— 5?* ^-4, 6-i?tty- [ 1 , 3]^^ 
^/Wzxl^/U (3.55g) A(Dawtherm)(10. 7mL)^^U 200°C^>^--l' 
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zw^ht 50 frmumistz 0 iiai^tt^ mtbe do mo^^itis&iiEiu 

[0 04 1] 'H-NMR (DMSO-de) : 1.29 (3H, t, J=7.2Hz), 3.87 (3H, s), 4.25 
(2H, q, J=7.2Hz), 5.79 (1H, d, J=7.4Hz), 7.01 (1H, s), 7.84 (1H, d, J=7. 4 
Hz), 8.38 (1H, s), 11.77 (1H, br s). 

[004 2] c) 7-* b^v—4-^-^y-l, 4-v?tKn^y^-6 

o o 



[004 3] 7-^ b^i^-4-^y-l, 
tf^ri/V s^TVy K ai^vwc;*^-^ (120mg) £rJ^/ — A' (1 mL) 
fl¥U 25% zk^fb^ h y !>AtK^ (0.2 mL) £r#B?U 6 5 X,\Z.X 1 B#^it# b 
fc D 6N HC1 (0.5 mD^AB^Ls ^Ufc«^Slb> i^St LW^mM^T & ~ t 
T% tIIB{b^fe 100 mg^tfc (JiX^94%)„ 

[0 0 4 4] 1 H-NMR (DMS0-d 6 ) : 4.87 (3H, s), 6.14 (1H, d, J=7.4Hz), 7.04 
(1H, s), 7.98 (1H, d, J=6.0Hz), 8. 40 (1H, s). 

[0 0 4 5] d) 7-^ h*F->-4-*nn-df-/ ]} I/- 6 K 
O CI 



[0 04 6] 7-* h^r^-4-^-=3f y- i , 4-$?t 
/Wtf^y yVTW K (2.0g) \Z.m\^-*=-^ (10 mL) £4?*OiV, N—\? 

(2.7g) £#fc„ 
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[0 0 4 7] &l^X\ #b*Wt7-p< V 6 

^/^o!) K (2.7g) Srfh7tKP77V (l50mL) m$g#¥ U O^ClZl^ 
SPL^o r 3 0%T>-^-T7k (5 mL) 3r2P*U ^i&t?3 0#f^}f#Ufc o 

Us ^m^-MJ ^AT*»f«ff^L, SUBfc-a^ (1.35g) £#fc„ 
[0 0 4 8] X H-NMR (DMS0-d 6 ) : 4.03 (3H, s), 7.56-7.66 (2H, m), 7.79 (1H, 

brs), 7.88 (1H, brs), 8.46-8.49 (1H, m), 8.78-8.82 (1H, m). 
[004 9] (§gi£0iJ 3 ) 4- (3-^pp-4- (^n^PbVkT^y 



[0 0 5 0] DM SO (20raL) 7 D ^-6 

-%/l<7$*r-9-K K (0.983gK 1- (2-^an-4-t Ko^7i-/V) - 
3_^p^nf/H>l^T (1. 13g) #J;tM&«tfrV*<* (2.71g) 4riB^L % 7 
0^X2 3^>bPmit#bfCo jxJ&Jfc&MLfclMLfcaK 7K (50 mL) SrAP^L, 
£ Cfc@ft:$r«Bti-S - t -e^fa^^^J 1. 56 g Sr#fc OK* 88%) 0 

[0 0 5 1] X H-NMR (d 6 -DMS0) : 0.41 (2H, m), 0.66 (2H, ra) , 2.56 (1H, ra), 
4.01 (3H, s), 6.51 (1H, d, J=5.6Hz), 7.18 (1H, d, J=2. 8 Hz) , 7. 23 (1H, dd, 
J=2.8, 8. 8 Hz), 7.48 (1H, d, J=2.8Hz), 7.50 (1H, s), 7.72 (1H, s), 7.84 (1H, 
s), 7.97 (1H, s), 8.25 (1H, d, J=8.8Hz), 8.64 (1H, s), 8.65 (1H, d, J=5. 6 
Hz). 

[0052] (mmm 1 a ) 4- ( ^^u^^^^r^ 
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K^fea (a) <om& 

[oo5 3i £1% mmmi^m^mtmmcD^m^xr) 1- u-^nu 

5 if 5 K£#fc. 

[0 0 5 4] #CtC 1- (2-^nP-4-kFD^7i^V) -3-v^ 
p^nfcVi^UT (114. 9 gK 7—* h 4 - ^ n n U ^~ 6 - 

^W^K (8 0. Og) XtJf*!J^t-^h^K (56. 9g)tf>}g 
^CDMSO (8 0 0mL) & KIT 2)11 X.fci&. 5 5°C^T2 0^ £b 

io \z6 owcximmumm&istco r©KMt6otT«T, 33% u/ 

v) T-feh^TK (l6 5mL) Srl^-CSAb^„ ^bt3 3% (v/v) Ti? 
bv* (1035mL) «r7#;WTjSTU IS*Sr*fai$**:ft^ 4 0°CKX 
19R#IBHfc#U StfiSr^Btbfco #btbfc^^r3 3% (v/v) T-th^fc 

Rur^h^x-mfr. nmt. i&m&& (a)) i 3 i. 9 g ^ 

15 #fc„ 

[0 0 5 5] (HJ£0»Jlb, lcMH) 

Hl^JlaiPfO^iM- (3-*on-4- (^n^PW§ 
/jfrAotf^AO 75/7x;Jrv') -7-^ t^>- 3J ^#/M?3Mf-5 

K^Bftfi (A) 

20 [0 0 5 6] (Hifc0IJ 2 a ) 4- (3-^pp-4- (v/^^pW^ 

K^fefi (B) Ojj 

[0 0 5 7] *1\ jK3t«flilB«©^*i:ra*©*ifefciij 1- (2-^uu 
-4-tKo^7x^) - 3 -^n7P t°^!> V7^ ^3£0>J 2 \Z.mffi. 
25 ©*fei:lRW»0^feK:J; t) 7-^ U i^-6-*/u## 
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[0 0 5 8] 1- (2-^on-4-k Kodrv'7x=;U) — 3— V* 

n^nfcVl^U-T (11. 4 9 gk 7-y y V- 6 - 

K (8. OOg) £#y *A t-^h^^K (5. 69g) <DU& 
^DMSO (8 0mL) &^MKTMZ-ti^ 6 0 < CfCT 2 5 &fmiXlf&Wfc V 
N r<DS^^r4^bfc 0 ^(D^(D-o^6 0tt'I#T^ 3 3% (v/v 
) Tirh^zk (lOmL) ^3^WtT«TU 3feftSr«fffi £-£fc„ £b^3 
3% (v/v) Tirb^Tk (20mL) £ 1 ^^MtX^T lxfc^ N 4 0°C^T 
5B#F B m#U, ^^5^bfc„ #&^fc^?r3 3% (v/v) Ti? l^7k#: 
t/T-feb^-e^, &fe«$M*ll£i!Pi (B)) 3. 2 2g^#fc 

o 

[0 0 5 9] (H»!l2b, 2c^2d) 
0H»J2 a ir^^fe^J: 9 4- (3-^pp-4- (iX^n^a tVWT^ 

y^^#^^) r^y^y^v-) -7-^h^-6-^;yy^^t^ 

K#^iH (B) £r#fc 0 

[0 0 6 0] (IKfefli 3 ) 4- (3-^pp-4- (^n^Pl:>7^ 

x^y^y^v) - 7 - ^ h^- 6 - »y d y j>^^t ^ K 
&xm& (b) <omk 

[0 0 6 1] &i\ _hfB^at^3 t^^fe^J:^. 4- (3-^no-4 
- (v-^a^atV^T^y^^^-^) T^7^^y^r-» -7-^^-6 

[0 0 6 2] #^'> #btvfc4- (3-^nn-4- ( ^ n :7° a fcViyr 5: y 

(42. 7g) 1:1, 3-v?^f^-2— f^/y^y^ (425mL) ^nx.x 84<CKl 
T^?bfc^. Hp^T y7°n fcVU (lOOOmL) 20 ftWfXMtto 80°C^X 30 

#it#u ^b^tu-x 6 &?mm.w&, i&Mt*z>T&v, (b) 41. i g 
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[0 0 6 3] (mW\ 4) ^M^Jj (Aj frb^MMSl (B) ^^tUfe^ 
[0 0 6 4] DMSO (l.7mL) £ 33%(v/v) T"t h (0.17, 0.34, 0.513?. 

f2 0.85mL) <DW>&m&\~4- (3-*pp-4- P^D tVWT 5 / 

A (A) 300mg 5r*JJ;U 60 o C^"C 3 H£|fflan3&S# Lfc 0 -Oi:#4- 

[0 0 6 5] rL©»»jR**iaU 4- (3-^pp-4- (v^ c ^p fcVl- 

If-* K 184~266mg &H]lfc L7c„ *©feilfS:SttUfci: V>-f3xtf>4§^t># 

(B) ^J!E^ds®*6>^o 
[0 0 6 6] fc*5, (A) 3 0 0mg£rDMSO (1. 7mL) ^ 

fi¥ U 3 3 %T"fe h ^7K^r*Px.-f 6 0^X3 B#P B 1»it# Lfcli^tt:. # 
(A) ttBtf»*UVt, 
[00 6 7] (JttWJ 1 ) ^ff^B B a (B) (A) ^-QjjgJIis^ 

[0 0 6 8] DMSO (1.7mL) t 33%(v/v) Ti? b (0.17, 0.34, 0. 51 X 

(i0.85mL) (Dm&mm^A- (3-^pp-4- (^B^BtTA'TS/^ 
7?;7i;^) - 7 - ^ e - y y*^#*t5 K#f* 

ik (B) 300mg Sr*n^ N 60 o C^T3B#»mm#Ufc o i©i#4- (3-^p 
n _ 4 _ (c/^ p^o t%7 ^ 7 */^^) T%/7^;*c^) -7-^b=3r 

[0 0 6 9] ^(DS^&^iiU 4- (3-^pp-4- (v-^P^PfcVl- 
T % S ^3/V^=^;V) 7^7i/^) -7-^ b^V-6-^r/ y ^*/^^r 
f-^ K 141~256rag ^rlUJKUfCc ^3£if B ^£i«Lfc i: r. 5s ^"C#^S (B) 

©$$-efc9, r©*#-eti^iS* (b) a>b#^$MI> (a) — tefjWbftv^ 
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[0 0 7 0] (B) 3 0 0mg^DMSO (1. 7mL) K3g 

filU 3 3 %T* f VTK^inx.Tt- 6 0°C&£T 3 l*IHWP»JJti*b*:*a'fcr±. # 
t^I&bTi (B) Lfc. 

[0 0 7 1] m^*&\BivtMm) 
wmmm • m^mmm^QMtfJ ^71/^^rad-3c 

-KfflX^ : C uKa^ 
7 4 — : J 9 o 

nms. : 4 0 k V 

2jnH§?5 : 2 0 mA 

^ap^^tr— K : 3° /9t 

: 2 0 

M&mm : 2 0 = 5 — 30° 

«SL*!> s> h : 1° 

^.yt^ V y V : 0 . 1 5 mm 

[0 0 7 2] H#£#H 1 a ~ 1 c^.^2 a ~2 c -C#b^fc^ B %©^*X^Ia]Jlf 
^-i^gJl-e&C^U m$T*t (2 0) <^)t 0 -^25:t>^^^l~6i3i^b 
fc„ ^f c> &£ft0!l<z>le]$rft (2 0) ©f-^ro-I^t-^©?^!^ 
7 t #>fc 0 

[0 0 7 3] 
<*1) 
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[0102] 
(«18) 





/ill lit 






A 


2 5°C 


7 5% 


N a C 1 S&fP 


B 1 


2 5°C 


9 3% 


KNOgt&ft] 



5 

[0103] nnzxmm$tmfe&. uT<Dmmm^n^tio 
mmmm i^iitt^ttiR i nt 2 o o o 

i^^^ P /^*/^— : (S^lOmm) 
i?— h : Cu 
10 : v'^U-v'a >-#*V*- 

^a.— : 4 0 k V 
^^.^-^"iEtfui : 200 mA 

^ijy h : DS 1/2° % RS O. 3mnu S S 1/2° 
K: 2° /9t 
15 ^^/^^V^:0. 0 2° 

;*dr-r ^l^v* : 5~4 0° 
=f=^-^— : l§ii:=f~^— i^- 
[0104] *fc, 7k#*<£$J5£ Uo—^y^y-y^—m te> ^T^MS. 

: 7^ h 1 -^ — zkfP^N F (Mallinckrodt) 
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[0105] mmm 1 a ;&.r>* 2 a -e# h ntz.mM* ^n-r z> khi©!?^^^ 

[0 10 6] 

(«1 9) 















1.0 


AM 


A 




1.0 


AM 


B 




1.2 


AM 



5 

10 10 7] 

(12 0) 















0.5 


BM 


A 




0.5 


BM 


B 


1 mme^.^* 


0.5 


BM 



[0 10 8] mi 9RZ$2 O^Lfcl^m^feP^b^^ct 5 ^JSfil 

[0 10 9] (-^-Y^n^^^fei-i^P^mtt^) 

15 I£S : Integrated raicrobalance system MB 300W (VTI f±) 

Um : 2 5°C 

tB^HS^T" v ~f : 5 ti> h 9 5 5 £0^- 
Sp#^2p : 0. 0 05 011% (5#) 
ft*^^ : 1 2 0 # 
20 Wmnm : ^ 

[0 110] mifcMl dRX*2 aT°'&hfrtiffiMi<D-?«( ? n^7i/*i£^<k5 
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x o teitimm 5-95 %(Dmmx^ (a) r± 1 

^sr^u mmm (b) r*i. 5%©it»^tt*j^ v^-r^o#^ 

[0111] (@#3:^t£f«) 
H»J 1 d RXf- 2 d -e#bttfc^^@^^i4^fPffi i21 IC^ Ufc 

^fr-ei *m<E>#Liix y^^r— 

hp Lcizx^mm^R^wmm^Rtm^xm^im^mm^n^tio 
*©««Rtwi&5i5Xj»iaw©aiifttt> 9 f ^-^-&fc±«!Ratt»«fc*5W5 
mttfetm&to&mzzQffvit. tut, HPLctasig^M^ 

fTofc fc*£U (HPLCfCtSit) ^CT'{fc#Ufc^ B B B £r«l 

(%) = {(&W&m<D* X (S^^l&ft : Aft**** (m 

g ))} xi oo/ x ciw^ffBt* : j&7K^&2£ (m 

g ))} 

[0112] 



m2 i) 







mm 






c 


-20°c 






PU-1F*' 


D 


25°C, 10001X 






LT-120* 2 


E 


25°C, 1000lx 






LT-120* 2 


F 


40°C. 75%RH 




mi 


LH21-13M* 2 


G 


60°C 






DN-61* 3 



*1 : ^/WiX^'y^ 

*2 : t*V^l>X (1*) 

*3 : (1*) 
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[0113] H«iJ 1 dRX*2 dT*#bttfc3g^^-r5@^^#^>fNffi^ 
Zr^ti^ftm 2 2 RXtm 2 3 fc^ t £>tc 0 
[0 114] 



(^2 2) 



1 








^#33 










(%) 


(%) 








1.0 


2.71 






c ! 




1.0 


2. 66 


(100) 




D 




0.7 


2. 67 


103.3 


A^ 


E 




0.8 


2. 68 


104.3 


A3£ 


F 




1.2 


2. 65 


102.3 


AM 


G 




0.5 


2. 65 


104.4 


AJ^ 



[0 115] 



(S2 3) 



















(s*%) 


(%) 


(%) 








0.5 


1.53 




bm 


c 




0.4 


1.55 


(100) 


BM 


D 




0.3 


1.54 


101.8 


bm 


E 




0.3 


1.55 


100.5 


BM 






0.4 


1.54 


100.4 


BT& 


o 


1 mme-fe^s* 


0.5 


1.53 


101.3 


BM 



[0 116] m2 2~2 3te*bfcl**a>&We>a>fcJ:5fc* wr*L<0$M*afe 
10 m-*5VM:t>s #3^3fefi (A) 7£T/ (B) ^(««^*fetb^^ofc„ 
[0117] Gg#¥t£K80 
HM^Jl d&X*2 dtf#fe*Lfc*S*©«»tt (pH3) «r^T©^rfet-«t9 3 £ 
fifib7t 0 Hffiftll d^2 d"C#e>tlfcigB B B^3mg#iU W^lOm 

15 y^mmW, pH3. 091, -T^-^3^I=0. 3) SrSmLTJn^T, fcflSHg 

[0 118] Mf?:7^^fST^A/tj|)fcU> v^-;*7- (MS-1. 
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mm : 25 — 26^ mwm.<Dum 
mmm& .150 m/# 
wm&m ■■ 3 mffiRx* 5 mm 

5 [0119] iBMI«>#WHS»%7^^'- (O. 2^m, fy/Uy/L 

CR13-LG, 5'J*7 OHO) Tf5«U ^lmL^Iitfc, 1 
mLiE^ioTl OmL©MftAil, tK • Ti? h ~ MJ (1:1 (v/ 
v)) ©^»UmLfcIEfl|fc:in*.s HPLC^fflC^iLfc. 
[0 12 0] HPLC^#liWl^3-efc5o 
10 *yA:ODS*7^ (iilft^^Sl Mightysil RP-18 

G P ; fafe 4 . 6 mrru # 7 -^ft 150 mm, Sj&T-H 3 m m) 
: 3 5°C 

&Sl*B : 

H 2 0 : CH 3 CN : HC 1 0 4 *= 9 9 0 : 1 0 : 1 (v/v/v) 
15 H z O : CH 3 CN : HC 1 0 4 *=1 0 0 : 900 : 1 (v/v/v) 

(* : 7 0%tM«) 
B = 2 0%©7^ y^7f>f s^J&Hi 

: 1 . OmL/^ 
Ifeffl : ^l&IlX^Stf (t£« : 2 5 2 nm) 

20 [0121] hplc frffim (ommmmnuT<D «t 5 i-fm ufc 2 d 

T*#f>«MlOmg»i^ 7k • Ti? h= h PA' • m&T^~P 
J*i%&W. (100:100:0. 1. v/v/w) ^rA0XLTJE^{- lOOmLt 
U r.ti/Sr**PJW*i: l^o 5 m L & jE*te £ . 7k • T* h~ b 9 ^ - 

SEttTl^^? (100:100:0. 1, v/v/w) ^tJ^TIEffl 

25 C25mLiU rtl^HPLCM©Wf i tfc„ ^7^»« 

7k • T-fc f = M;A"lf»r>'*=^AjB^ (1 00:1 00:0. I, 



44 



WO 2004/101526 



PCT/JP2004/005788 



v/v/w) %JEWc D 

[0122] mmf&wt&Tf&zm&ttP l cic-c#*r«rfTW srF<o^\zx*> 

:7W ^v') —7-7* h=3r:X- 6 -=¥7 !J ^/Htf^rlJ-^ Ktf>^,S (m g /m L) 

ItS (mg/mL) = mmmW*<DM!&. mg/mL) X {(45^©t'-^ 
®fg) X2/ (^^Ot°-^®a)} 
[0 12 3] H»!|l d7£t>*2 d T'# b^tfc^O^tt^^m^^n^ 

^ftcfcM-, (A) Rtf (B) -e(i, pH3t*5lt5Mtifm 

[0 12 4] 

(t2 4) 







^*S#«2 d 




7. 7 x 10" 2 


6. 2 x lO" 2 




7. 1 x 10' 2 


5.4 x 10" 2 



(m g/m L) 



[0 12 5] 

(82 5) 



mmmm 


nmmi d 


mmm z d 


3 mm 


3.123 


3.109 


5^ 


3.107 


3.106 



[0 12 6] &,T<DPmffll~4:\Z.m^X, 4- — 4- n 

T'nt 0 ^^/*;^^) 75/7x7 dpi/) -7-7 

#/m?3mj- 5: K© c -Ki t *c-t— zmmi^^xm^fro 

[0127] 1 : SCF mWl<Dmffi.mM\Z.1$ir Z&W) 
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[0128] c-Kit *j — " \Z*Z&&\^X^Z'bfflll!&ffimMffiffi; H526 (ATCC «t <9 
J&A, CRL-5811) <omm^M-r^>4- (3->?nn— 4- (^nyatVwr^ 

[0 12 91 4- (3-^no-4- n \?jVT % J U JVOfr^ ;V) T 

^7!/^) h*^— v ^^7^#^f-^ ms43t^i~3 

[0130] H526 10% FCS (Cell Culture Technologies %t£ K> MA) £r c5" 
tf RPMI1640 %1& (H3KK2S#5fc£tfcfiO 5% C0 2 ^^^^-<-^- (3 7t) 
T^^bfCo i§*#s H526 ffiUftSr PBS 3 ®gfcfrU 0. 1% BSA (Sigma #M) % 
RPMI1640 (UT, BSA-RPMI1640) t* 1. 0 x 10 s cells/ml iZLffiiM r. 

<DmR&mmm& so tii 96 ^x^wbtist^ 5%co 2 -r^dr^^ 

— *~ (3 7°C) T?— Bfe^bfCc — Hfeig^^ 200 ng/ml SCF (R&D tfcfi*) £r 
^tfBSA-RPMI1640 50/iU RtJ«*3R Ufe«Etfe«»K (4- (3-^na — 4- (iX 
^D^ntVPT^/*;^^) 7^/7iy ^rv^ — 7— * b ^ iX— 6 - *r / 
yy^j;u*>t5 K) ^tfBSA-RPMI1640 100 /xl SrjfeUDU/t. 
[0131] tetitVoMmfaWte 0 i 7 B g R\ Cell Counting Kit-8 (l^ir^ 
^f^fK) 20jul ^rAP^s 5% C0 2 -T ^*x.-<—? — (3 7t) "C&J 2 B#HJ#« 

bfc c Stt£ifcg: 450 nnu 660 nm "C# tf =.A'(D&%i9t&'7l> 

MTP-32 (=n^-m^±M) &ffl^-C$J3£Lfc 0 # * ^K&BRftfiES: 

scf %^^bTv^^v^^^/^o®^-e§l#> t^*Kfc^UTV v »fcv^*/i' 
[0 13 2] *r<P*S*. 4- (3-^bp-4- (^b^pi?/V75;^ 

14 9- 36 nM 9 N SCF "CPM £ *L5ffl«t?it£:»J c-Kit tffi§.*?&t£ 
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£WUTV^£#;Lb*LfCo *^ ^fiWfo&fc* JB22IS^f ? >f ^^5^ 
-v-^/Kv^^A^^^p275-277, 2P-320, 2002 ^fB^^t^ KRN633 IC S0 
{2 301 nMt'fc^ 4- (3-^np— 4- (v^ n fcVl^T 5 J jJA'tf—Zl') 

Pl>fl^Ua^£fta>ofc 0 c-Kit*-*— t?fi«li:b-Cftlfett«STI571 

£> IC 50 190 nMT'fco fc 0 
10 13 3] GRRftl 2 : SCF JRHR Jc 5 c-Kit !> ^^bfc»^5J|^») 
[0134] c-Kit *1 -l?38a/MBflaW*HWI&» H526 c-Kit if # 

■^05 s SCF j&HKKJ:* y ^SMbfc«-*-S4- (3-^nn — 4- (t^a^otf 

10 13 5] H526 W\ 10% FCS Sr^tf RPMI1640 J^T* 5% C0 2 -f y^a^;? 

- (3 7°C) T*it#bfc 0 H526 *WJ&&PBS J C3|IHfei#-U BSA-RPMI1640 
T* 5.0X10 6 cells/ml |C|fl U i^llfiKW* 1 ml 24 •Jr*/Wl'*- b 
ftit'C, 5?f C0 2 -T>-=¥^-<-^- (3 7°C) T?6B#|Wit«Lfc 0 6fl#IW**l 

#Rbfc*tft*Mt (4- (3-^nn — 4- (^n/nW^*;^ 
75/7x;^) — 7-y h^i/-6-^/JJy*/^t5 K) 
tfBSA-RPMI1640 1 ml ^»15?S CO^l/*^-?- (3 7°C) 1 H$ffi«4l 
bfc^ 10/xg/ml SCF (R&D *±§SD 10 M l SrS&raLT. 5% C0 2 ^ ^^-^ 

- (3 7t) X~JE\Z.5ftm&mi,tL 0 5$rm&W&. PBS TiJfc^U SDS -frl^ 
^0—7*^ V^y^T-— 100/zl ^^HbT cell lysate "ifV^l'SrPfiE Us 

94°c • io ftmmm&*ft^frW:-2ox:x*mifei& : ft^fro 

[0 13 6] ^T<Al£x cell lysate -fr^Zf/ls 20 » I 4-20% gradient 
polyacrylamide gel ($&-<fc^3!&i&t*^£*l:3ft) T?m*8c»*rfTofc. 
PVDF membrane (Amersham pharmacia biotech 3 B^RUT? b 7 >X 7 7 u - 

U h^^^r^ bfc^ ^V-^, l&fctfri: UT phospho-c-kit (Tyr719) 
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antibody (Cell Signaling #M) . 2^tbT anti-rabbit IgG, HRP-linked 
antibody (Cell Signaling QM) £fflV>T^ A / V Y ^ofc„ 
*mW&, Super Signal (PIERCE &M) T?|ife$Wc„ 
[0137] -=t<D^^ mi 5 9 . SCF ^#^T"e{* c-Kit i? 

tey >«b£*vf scFo^&T-ej&r 6 c-Kit if<oy 

7l ;^) —7-7? ^^-e-^yyy^^t? K (la^K r^-a-^u 

^^-To) ©»iaoiiiMtWJ$ttfco c-Kit ^-^mmmt l-c*p 

bH5 STI571 <D y ^iHbtMfettte 4-(3-^B-4-('^B-/B kVl^T 

[0138] (Hifcfll 3 : ^ — !7 * bfe H562 ffltapaatfc:**-*-****) 

[0139] H526 10% FCS Sr^tf RPMI1640 Jff*!n? 5% C0 2 ^ i/3r^^-* 

- (3 7°c) -vmrnisfco &mm&m$i&. pbs -c* 2 m^u. pbs -e s.oxio 7 

cells/ml Kl|»»Ufc„ r.O*|B|iaaSI»«tSr6iB»<^«l Balb/c nu/nu mice (^* — 

ykxy tb«t VMA) ©tli^T^c 0. 1 mi -eiiLfco tt*^ 

tfSjft 150 mraMc^ofc^^fe. #ct»K (4- (3-^ph — 4- (iX^n^ 
aW5/*/^^) 7^/7x7^) — 7-7< b^v-— 6-^7 V ^jl 
)Vi£*y-% K) U 1 0 2Hk l 4 0 ^<7>^P^-¥^fTofc 0 ^ 

fcJtrio.i ml/io g#I©«4il!:ft5i5^ o. 5%^/Hr^o-* (fn«fi 

[0140] iR^-wm^^ i aw*- 2 \m. mmw-m**^ v ^ o --c$jj£ufc 0 

®t5-ffi* 1 8¥ 5 EC-etf ofco 
[0 14 1] 0 1 6 fcl7jc*-i§ 9 . 4- 4- (S^n 
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#^#=¥1^ Vnmmfe&Kj^^— K^^^t'WLfc H526 mft<Z>*8%$rft>fli4 
Lfe 0 c-Kit *i — HmWftlt VTftbtlZ STI571 « 160mg/kg <D&-5-\Z 

[0142] mW\ 4 : J* — K-^ !7 * l^fil bfc H562 ®3*li?fi<7} c-Kit P ^ 

[0143] 5. 0X10 7 cells/ml ©iS^litfc H526 0. 1 ml 

& N 6Mm<Om. Balb/c nu/nu mice (^ — A'Xy tfci "9 <0^mMA 
T$Pl-^*£bfcm. ®Slffc^a § 300-1000 mm 3 ^^ofcBt^-C\ ^^;^y r 
(SSSttft^) (4- (3-^nn — 4- (^n^afcT/W 

K) tft^^^^-Ctttft'SlJlt^S-^-SrfTofco MfcHU7cI10£r cell lysate 
buffer (50 mM HEPES (pH7. 4), 150 mM NaCl, 10% gycerol, 1% Triton X-100, 1. 5 
mM MgCl 2 , 1 mM EDTA, 100 mM NaF, 1 mM PMSF, 10 n g/ml aprotinin, 50 p. g/ml 
leupeptin, 1 n g/ml peptatin A, 1 mM Na 3 V0 4 , 25 mM /3 -glycerophosphate, 
phophatase inhibitor cocktail II) fcAfrl/Ctf^v^^XUfco ifi'frUfciffcH: 
Jb?f ^^>-^^^:*L.3XSDS f-^^/^Cf— y 5 ^ y^j/77^tttt cell 
lysate Ih^^Srf^o fc„ -£<Z^> cell lysate if ^^^r 94°C • 10 ^f^S 

[0144] ^Of, ^ UX 30 jug +a^<7) cell lysate i?-^^/^ 5: 

4-20% gradient polyacrylamide gel m— ft^M&m^^^M) Xm^ifaWj&ft 
ofc 0 $ctb^ PVDF membrane (Amersham pharmacia biotech %±M) J" 3 ^F^"T? 

h7^77- Ufc„ y V^ffc c-Kit N c-Kit Jt^/ST^^V^r^ii-Sfc*^ 
■^Jh/^frK phospho-c-kit (Tyr719) antibody (Cell Signaling n c-Kit 

fafc (Cell Signaling fcfcfil) RXfift T ? ^fftfr (Sigma *±M) &lftfo#b 

LTfflV\ anti-rabbit IgG, HRP-linked antibody (Cell Signaling *±®D £r 2 
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&#t#£ UXffiV^-C^^y Zfxi y hS:^Tofc 0 7 y-f^l/^tfcfa^ Super Signal 
(PIERCE #M) X*m&£&fc 0 

[0145] ^(D&^ El 1 7 \Z7jkir£ 5 4 - ( 3 - 9 n a — 4 - (v^ 
n^P tT/UT^ 7 M 7577x7 ^rvO — 7— ^ h driX— 6 — =¥7 y 

^*^3j?*-9*$ K (H*. Rb^%U fc^f".) &30, 100 mg/kg g^T'iiE 
»fc*5tt5 y c-Kit ©fiSr»^$*^^s c-Kit Rt* 0 7 * ^tf>ftW3SE 

>fb£-t2:&;^ofco 4— (3-^nn-4- (v^ a^n if/uT ^ 7 #/i^=>ri/; 
7^/71/^) — 7- 7* h^v'— 6 / U isX/lstf**)-^ Krt* 30, 100 
mg/kg Jft-^-eSfe^* P ^itflS©#WW«r*bfc©Hl» U c-Kit ifPM^J^ U 

T*p£>*l,5 STI571 ft 160 mg/kg -efcf&£-«lfc#WM L-*^ $ &39>ofc„ 

[0146] KDri^b, 4- (3-^nn-4- (v^ o If /V7 5: 7 
fi/lstf^/U) 75/7i/^) — 7-7- h^-6-^/!J7*;^t^ K 
fic-Kit<Din vivo-t?<^y ^BMbSr«iflSi-«ni:3flS**n. 4- 

4 _ (v/^n7°DtVP7 5/*^to^) 75/7x/^) —7-7 h^v-— 

6 — ^f-y U V^/l^^l^ Ktt in vivo fc^V^Tt c-Kit — i£<0j£i4£:*WM 

[0 14 7] ^±UfcBJbfc<};5^ *»WK:J:Jitfs 4- (3-^*n-4- 
(i/^oyatf^T?/*;^^) T 5 7 ~7 at 7 ^V) -7-^^-6- 
^7 y K©i&r&5Nhf& (#^^ (A) %LX*&m%iM* (B) ) 
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1. ®i£xmmmz*3^x^ mmnm (29 + 0. 2 0 ) 15. 75 0 cm 
iff ^&^r-t-<5. 4- (3-^pp-4- (^n^uif^r^;*^^) 

(A). 

2. |&5|5Xj»lHlJf^*3VNT, JEl^ EttHI* (2 8±0. 2° ) 9. 9 8° 

^n. oi° icmifft'—f&m-tz, m*%m.iwM<DgrWi&& (a) 0 

3. *-fb^ P ^A^Of^^lR^^ r/WC*5V-X,^3 4 5 2. 3 ±2. 

5 cm-^TO&Wi-^ 4- (3-^pp-4- n /d k%7 5 7 ^ 

75/7x/^v') - 7 - ^ f 6 9 y*^?*t 5 KO# 

^Jfeifi (A). 

4. it^jgix(*2ia«<D^^B B B-c*feo-c. 

^r-fb^ y !>A^<0555^SSHX^^^ f/HJl*3V^Ts $£$C3 4 5 2. 3 ±2. 5 c 
m-McgfcllX^fSs 4- (3-^pp-4- (v'^oyntVVT^y*/^ 

tH (A). 

5. lie, jRtl7 12. 2 ± 1 . Ocm-McM^ftS^ 

4|B^<7>^^S (A). 

6. ^XmiU*fl2:*3V^T. Hlfif^S (2fl±0. 2° ) 21. 7 5° f@ 
#rfc°— ^tr^l"^ 4 - (3-^dcz-4 - (^^a^nt>7 5y*^^) 
7>/7x/^v') — 7 — y hdrix- 6 — 27 ftf/M^lf 5 K©#7£*£i& 

(B) 0 

7. »*xlft|iIiffH:fcv>T. 3Efc, (2 e±o. 2° ) 12. 4 3° 
&t>*16. 5 6° ^HUfftf— #&&1rZ>^ $l-£lg6%&ffi(D&MW& (B) c 

8 . ^-ffc^ V &J>>'P<Dfaf[-yt1&.X'<* h/W£:J3V^T. 1 5 5 7. 6 ± 1 . 
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(B) 0 

U ^Atf ©#*Hftlfc:*'<* h/W^V^T. ift&l 5 5 7. 6±1. Oc 

£ (B) 0 

10. »ftl4 6 4. 4±1. 0 cm-McKlRS:^1-5Kl5ft^8X«: 

9%sm<o4wm& (B) 0 

1 1 . S&sfcJS 1-5 CDV^-fn^— 4- (3-^dp-4- (V^ 

^#A4Wr$ K<0#^lti& (A) *«3ti-a«3i^5feT?«>oT, 

4 _ (3-^nn-4- (^pyokWTU*/^^) 7^/7x7^ 

1 2 . S*3fcJS 1~5 vf 5 tLd^— 3®fcfB#<D 4- (3-^dp-4- ( 
4 _ (3_^0o-4~ (^p7of^7U*M^) 7^/7x7^ 

13. 1*^1 — 5 3>Vvfjh,j&*- 3filCfE«S©4- (3-^nn-4- (W 
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7-J y V-e-j&A-tff^MfS K&tM - (2-? 

n n — 4 — t Kn^r^x^-S -v^ a^a fc?/i^ l'T : k&&<0&&T^ 
4 - (3-^OP-4- (v/^d^d fcWT 5: / # Atfc^A) T 5: / -7 x. / 

-7-* h^-is- 6-*; v ^x^^-y-^ h'^ni^x^mBx-h^m^^ 
i4. BuiBft^^s i oftsxfoxmmfcmft-tz^ tzmmt-tzm^m 

1 1 ~ 1 3 (D^-Ftlfr— JgfcmWXDMmJjfeo 

1 5 . ft^Jj 6 ~ 1 O (DV>T^^— ^^|B^^» 4- (3-^nn-4- 

? tvi^T^ y #a/}?~ a) r^y^^y^v^) - 7 -y f^^- 6 

4 — (3-^nt3-4- (v^ n^n fc°AT 5 75/7x/^ 
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